discovered that a certain group of corticosteroids could be oxidized by sodium bismuthate to 1 7-ketosteroids and so estimated as such. They named this group "17-ketogenic steroids" (17-KGS). The importance of this discovery lay in the fact that hydrocortisone, cortisone, and their known corticosteroid metabolites in urine are in fact 17-KGS. Norymberski were given to patients suffering from rheumatoid arthritis and ankylosing spondylitis. The degrees of adrenal stimulation induced were measured by the assay of urinary 17-KGS. The purpose of this paper is to report some of the results of these assays in twenty patients treated continuously with ACTH gel for periods of from 1 to 18 months.
(I) H.P. ACTHAR Gel.-40 "Units" given every 48 hrs by intramuscular injection (Fig. 1) used contained an adrenal growth factor, since this rise cannot be accounted for by a simple additive effect. (Fig. 2. ) (3) H.P. ACTHAR Gel.-40 "Units" given every 24 hrs by intramuscular injection. The two patients were treated with the same batch of H.P. ACTHAR Gel. The assays show how greatly the adrenal stimulation achieved may vary from patient to patient in these circumstances. (Fig. 3.) (4) Comparison of Two "Highly Purified" ACTH Gels. -This finding, which has been observed repeatedly, is shown because the "units" of both brands of ACTH Gel are considered to bv equivalent. (Fig. 4. The value of ACTH therapy to these patients has not been finally assessed, but it may be said that, at least during the initial weeks of treatment, the effectiveness is similar to what one would expect from cortisone given in corresponding amounts. For example, a daily injection of ACTH gel producing a urinary output of 40 mg. 17-KGS has the expected clinical effectiveness of 100 mg. cortisone acetate given by mouth.
Discussion
In the study of the use of ACTH it is not the amount given that matters but the level to which the ,secretion of corticosteroids is raised. In the first few *days of treatment one can obtain a rough idea of the degree of adrenal stimulation by studying eosinophil counts and changes in electrolyte metabolism. After this time-unless steroid assays are madeone can only note the presence or absence of excessive stimulation. Various methods for assaying corticosteroids in blood and urine have been described, but to the best of our knowledge the only practicable and reliable assay of the adrenocortical function with which we are at present concerned in the treatment of rheumatic diseases, namely, the output of hydrocortisone by the adrenals, is that of the urinary 17-KGS. It is concluded that:
(1) The-present method of describing the potency of an ACTH preparationftor itramucul injection is very unsatisfktory.
(2) The H.P. ACTHAR Gel used inathe studies contained, in all probability, an adrenal growth factor.
(3) The use of a reliable method of assessing adrenocortical activity is essential for the intelligent use of ACTH.
I am indebted to Mr. George Gibson and to Mr. R. D. Stubbs for their skill in performing the steroid assays. Gibson, G., and Norymberski, J. K. (1954) (1) El m6todo presente de descripcitn de la potencia de un preparado de ACIH para inyeccitn intramuscular no es muy satisfactorio.
(2) El Gel de H.P. ACTHAR empleado en este estudio contenia, en toda probabilidad, un factor suprarenal de crecmiento.
(3) Un metodo seguro de avaluaci6n de la actividad corticosuprarrenal es esencial para el empleo inteligente de la ACTH.
